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I Catherine M. Woods, Ph.D. declare and state: 

1. This declaration is submitted to establish the specification of the above identified 
application enables one skilled in the art to make and use compositions comprising an 
immunoglobulin or a portion thereof linked to a protein fragment or peptide, wherein the 
immunoglobulin or portion thereof is capable of binding to the Fc receptor and the protein fragment or 
peptide comprises a T cell receptor antagonist, and wherein the composition has the property of being 
endocytosed by cells bearing an Fc receptor and processed by said cells to present at least a portion of 
said protein fragment or peptide in association with endogenous MHC Class II molecules. 

2. I am the Director of Cellular and Molecular Biology at Alliance Pharmaceutical Corp., 
San Diego, CA, a licensee of the present application. A copy of my curriculum vitae is attached 
as Exhibit A. I have extensive research experience in the fields of molecular biology and 
hematology as evidenced by Exhibit A. 

3. I am familiar with the specification and claims of the above-identified application and 
its prosecution history. 
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^*L» T , Crmm I 7 °L 38 aPpUed t0 mal0gS of P e P tide a S onists capable of 
activating a T cell response has a well defined meaning to the skilled artisan. That is, those skilled 

Wt'J Tl I T h " anal ° g " iS 3 Peptid£ Which Shares si S nificant smictural and 

mnctional homology with the agonist, such as an antigen associated with autoimmune disease but 

rlml'T "I ™T Ceitain featUreS ° f the ° ther pe P tide " For exam P le > analog 'of a 
peptide agonist capable of activating a T cell response may have sufficient structural and 
functional homology to the agonist to permit it to be bound by T cells expressing T cell receptors 
which bind to the agonist while lacking the ability to activate such T cells Those skilled in the ar 
recognize that the term "analog" does not include a single amino acid or a single amino ^cld side 

5. Thymic selection refers to a process through which immature T cells in the thymus 
which recognize self-antigens are deleted from the population. The compositions of the «S 
mvention act downstream of thymic selection at the level of mature peripheral T cells 
Accordingly the compositions of the present invention operate outside of the sphere of thW 
selection and references which relate to thymic selection are immaterial to the mechaJZ 
through which the present compositions exert their effects. onanisms 

with ^ h0Se t Skmed m ' he m 08 ca P able of determining which self antigens are associated 
su h IT* T™ 6 dl T e S ' COnStructin S P e P tide analogs of such self antigens, screening 
such peptide analogs in vitro and in vivo to identify those which act as T cell receptor antagonists 

ilZ 0TP T7 ft ldemified T rCCept0r m the impositions of the ^t' 

mvention^ Each of these steps may be routinely accomplished by following the procedures se 

known'to it ^ nT ab0V6 - identified aPP^cation and by using techniques which were 

known to those skilled m the art at the time the above-identified application was filed. 

tn rhn„ M t t ^° dS f ° r K identifyin ! PeptidC antigCnS aSS ° dated With autoimmune disease were known 
Richer T^ohv 111 ! h, "* $ ^ ^ ^ ab0Ve " identified a PP^on was filed. The articles by 
Richert, Tuohy Liblau, Hudnsier et al., and Gautam et al. provided in Exhibit B are 
representative of a number of articles describing the identification^ peptides as^ciated w "h 
human autommjme diseases and the characterization of peptides capable of binding the T ceU 

^t were T*7 " ^ ° f ab ° Ve "™ d application, those stilled I the 

art were capable of generating a large library of peptides to be screen for activity as T ceU 
receptor antagonists using combinatorial chemistry. 

the m *TT* t .|; e i dent f lcation of P e P tide antigens associated with autoimmune diseases using 
the methods described in the articles cited above, analogs of these peptides which function as I 

lintel m TTr y ? identlfied USm§ t6ChniqUeS kn0Wn t0 those sk * ed » the art a the 
£Sn e riv H aPPhCatl ° n W " fUed - ThC ^ by Se " e et Llu and Wraith, and 
Karin et al provide representative examples of the construction and characterization of peptide 

htaLtl a o C f T S reCePt ° r amag ° niStS - FUrth6r 6XampIeS ° f the -nstnicKd 

TsLtrr m 7 reC ? Pt ° r anta S° nists ** P rovided ^ the abstracts of Windhagen et al 

a^ld^^ 

identifv^hf °.f S ^ SCrCeninS T CeUS fr ° m individUalS SUfferin S from autoimmune disease to 
identify the self-antigens against which they are directed are described in Czerkinsky et al, Olsson 
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et al., Link et al., and Soderstrom et al. which are included in Exhibit B. Such methods may also 
be used to evaluate the response of the T cells directed against self-antigens to peptide analogs in 
order to identify analogs which act as T cell receptor antagonists. 

The specification describes the preparation of peptides and peptide analogs to be used in 
the compositions of the present invention (Example I), the production of chimeric 
immunoglobulins comprising the peptides and peptide analogs (Example II), the confirmation that 
the resulting chimeric antibodies include the peptides or peptide analogs (Examples III-V), in 
vitro assays for evaluating the ability of the chimeric immunoglobulins to present the peptides or 
peptide analogs to T cells (Examples VI and VII), in vitro assays for evaluating T cell inhibition 
by chimeric immunoglobulins containing T cell receptor antagonists (Example VIII), and in vivo 
methods for evaluating the ability of a chimeric immunoglobulin to inhibit the T cell response to 
an antigen associated with autoimmune disease. 

Accordingly, using the techniques disclosed in the specification in combination with 
methodologies in existence at the time the above-identified application was filed, those skilled in 
the art are enabled to make and identify T cell receptor antagonists and to make and use the 
compositions claimed in the above-identified application. 

7. Experimental allergic encephalomyelitis in the SJL mouse is a standard animal model 
used by those skilled in the art for evaluating potential therapeutic agents for the treatment of an 
autoimmune disorder, multiple sclerosis. Example XI of the above-identified specification 
provides statistically significant results indicating the claimed compositions are effective in 
inhibiting T cell activation in the SJL mouse. 

8. Tolerization is a phenomenon in which non-professional antigen presenting cells 
lacking the Fc receptor which may not be capable of processing antigens induce tolerance of a 
self-antigen. In contrast, the present compositions act via professional antigen presenting cells 
such as dendritic cells and B cells, which express the Fc receptor and which are capable of 
processing antigens and presenting them in the context of the MHC Class II proteins. 
Accordingly, references speculating that antibodies having a self-antigen inserted into their CDRs 
may be able to tolerize do not disclose or suggest the claimed compositions. 

9. I understand that this declaration is being submitted before final rejection of the above- 
identified application. 

10. I declare that all statements made herein of my own knowledge are true and that all 
statements made on information and belief are believed to be true; and further that these 
statements were made with the knowledge that willful, false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United States 
Code and that such willful false statements may jeopardize the validity of the application or patent 
issuing therefrom. 





Catherine M. Woods, Ph.D. 
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